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*#*9f*lft*.. 3$###U 2003,27(2):70-3 ) . «#^J»jfe#*. 

*f-*tf4Mf*, *»*b9H0, H ********* 

#3tff£&&, 2000; 9 (3) : 129-130) *fr 568 

iL*H**.i^* 5.81%, +#\ *fcjW£# 

**MF, f fl9ft*t*.$4Mjl,' 1999; 30 (2): 81-85; <&R 
<*o i*A, 2002; 12(2): 103-4). 

*Nfc. 

1 #^#FJt;# 0 .462g/100ml. MM^^tfcfa&J'feM , <##t^ 

— &*iMbs&-*fc93 ( PVP ) ^ 4.3%PVP 

^^Jt^7 1.332g/100ml„ pH Jfr<#.##JMf <#. 

«Ms;MNfc» 1999 ; 7(1) : 9-12). 
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(I) 

Rj >fp R 2 ti iU (CI - C12 ) — 

( C 3 . 8 ) *F*&£J&£. Ci- 6 ( C5-C14 ) ( CI - C6 ) 3& 

R 3 & t) (CI - C12 ) JL*&& JL^Sfc C 6 . 14 

#t Ri3* Ri^ftBf'fMLl^; d-^^^ l^^ms^L 
«**Jt«A I 4fe^#rt Ri^ R 2 

-=.JfftJlfc&Zi*o ^jET^J-^, ~*T«fc*.ZA. -=-^T#£ 

— *f*Jlfe4S^&, —jET***.**.. —JfTWfc-rt*., -^&T$r 
~-frftfe^T&> -^JET^^T^, -^-Tfl&^T^, -=^&T$r 

^m^, mm&, jk&&, -&m&, 

M&.^JLf&&#Jtm& i & 
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&&K&8LmU2L&K&¥i4-*$®Lm, 1, 2— a<^, 1, 2- 

1, 2~mZj^ 1, 2— IL^^i, 1, l, 
2~*&?gj&, 1, 3~&i^, l, 3~j&p5^, 1, 3~*&^)&, 1, 
2— t,T^, 1, 2— &T>ft, 1, 2-n^T^, 1, 4--=-^T^, 1, 

1, 4~^TMi, 1, 2-Zj&—*$&m, 1, 2-^^.n 
1, 1, 2-T4^^ig, 1, 3-T4^. 

ft*, T*, ^T*, #T*. &*, A*- 2, ft* 

^ QL&VC&m& t at T * + ft »Hf JL^t -f * ** - 



5 



WO 2005/003146 



PCT/CN2004/000728 



B » 

*fc#l. JRJMN. BM|#], 4hMN, 5— 3r«, 

Jlf-'«J»jMfr**ft» *JMt*»A4ML*fc. WMf^t^^t 
-jM#K Jft*#J* sMt#IWMJ+*#;ML l Jl*. I 

« + *Jt9i*.i4b^b— *t-Hfc# io-5 oomg, ttJfctfJMM^ 

20-2 OOmgo 

A*TO#tiM£*UE.. 4*4fc&&£.3Ml JNM-ECA-400 £tit4Mfc-4JL 

Zabspec#/fr-§Hl. 



(PC 3 ) 
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^MJUfc#J 0.16g ( 4mmol) '^-f 120ml ^^jC^Slt » ^A:^ 
#.# 0.8g ( 1.92mmol ) , *1&W1tetfc1t&4?*M, ffi>§»fc?& 
^l,3~^p^^i0.20ml (2mmol) . gr^LM 5h. ^, 

fcW4M$#*ffc^# 0.53g, 4*.+ 51.5%.mp:196-197°C. 
1 HNMR(d 6 DMSO)6(ppm): 8.39(lH,s,C 2 -H) 

7.95(lH,d,J=8.7,C 5 -H),7.52(2H,d,J=6,C 2% 5'-H),7.01(2H,d,J=6,C3',6' 
-H), 6.99(lH,d,J=10,C r » H),4.00(2H,t-OCH 2 -), 

3.69(2H,q,-CH 2 Br),2.28(2H,m,-CH 2 -). 

2: 4 - (4.^T*1) -7-&.&-8-0-D V$*ML4UMt*l 

(PC 4 ) 



Jfc&JMfc^ 0.16g ( 4mmol) J^-f 120ml , *»A||L 

0.8g ( 1.92mmol ) , ;fa&®^J.<jfMt£^$Mh ^J^SM* 
1,4-— 0.25ml (2mmol) . *&TO&iL& 5h 0 
#!, Jtf##**UM*A*f^* (— 8:1) , IMJ£6 

& SI # i& 0.50g , ilt 47.2% . mp:198*C. 

FAB-MS,m/z(%):552.1(M + +l,22). 
1 H-NMR(d 6 DMSO),5(ppm):8.36(lH,s,C 2 -H), 
7.96(lH,d,J=9,C 5 -H),7.52(2H,d,J=9,C 2S5 -H), 
7.01(2H,d,J=9,C 3% 6' -H),6.99(lH,d,J=9,C 6 -H), 
4.86(lH,d,J=10,C r -H),4.06(3H,m,-OCH2-,C 3 »-H), 
3.62(2H,t,J=7,-CH 2 Br),2.02(2H,m,-CH 2 -),1.99(2H,m,-CH 2 -). 

**-W 3: 4 - (3-N-?tofcp*|Uk) -7-^-8-0-D «4MUfcJHt 
& PC 3 150mg ( 0.27mmol ) Sfc-f 1 5ml it *K B| t > *WF>fa 
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^ 0.13ml ( lmmol ) Sfc'Jt. 9h. ^^^Bfc^'] 

^itjT^J^. Jtf#;*4friMUUMMlN^* ( ¥8|:-=.&$r 200:1) » 
■R-^*Ht«. (-=-^¥>&:¥# 6:1) &#8lBN£J!£, #.1.6 
$$#^/ffc^*feb 80mg, JM 1 52.9%.mp:203-205°C. 

F AB-MS ,m/z( %) : 542 (M + , 1 0 0). 
1 H-NMR(d 6 DMSO), 5 (ppm):8.31(lH,s,C 2 -H),7.91 

(lH,d,J=9,C 5 -H),7.51(2H,d,J=9,C2 % 6-H),6.97(3H,q,J=9,C 3 %5'-H,C6 
-H).4.83(lH,d,J=10,Cr.-H),4.01(3H,mC 3 »-H,-OCH2-),1.84(2H,m,- 

CH 2 -),1.51(4H,HexahydropyridineC 3 ,5-H),1.47(2H, 

HexahydropyridineC4-H). 

4: 4' - <3-N-^#*#Uk) -7-^-8-/5-D 

PC 3 150mg ( 0.27mmol ) ^-f 15ml jfczK&Blt , ^4fT^ 
^ 0.10ml (lmmol) ^>^^^1^^9h. ^yte^BHi^ 

**3t±¥i&. t^m&&m&.&%x$t% ( t @i) , ( ~ 

6:1) JMfttfiMfcJIK.. & W4M$#*ffc 

^ ^ (80mg , #L 4- 52.7%) . mp:189-190°C. 

FAB-MS,m/z(%):544.1(M + ,55). 

1 H-NMR(d 6 DMSO),6(ppm):8.35(lH,s,C 2 -H),7.95(lHd,J=9,C 5 -H), 

7.51(2H,dJ=9,C 2 %6'-H),7.00(3H,dd,J=9,C 3% 5-HC 6 -H).4.85(lH,d,J= 

10,Ci»-H), 

4.06(3H,m,C 3 »-H, -OCH 2 -),3.62(4H,t, MorpholineC 2 , 6 -H), 
2.48(5H,m,-CH 2 N-,MorpholineC 3 , 5 -H) , 2.0(2H,p,-CH 2 -). 

5: 4 - (3-N-*«Mfcft|UI.) -7-|£J~-8-/3-D VJtJHUM- 
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$L PC 3 150mg ( 0.27mmol) $&-f 15ml JLfcZj^j* » ^#T>&* 
7^ 0.13ml ( lmmol ) ^"th?^. ^^a^lS7^9h 0 &&%rffc 
3MI*»i±**W. ###IMUMMtff^*< ¥^:-S-Z^& 200:1 ), 
JMttJft*. (-=■*, T *fc:f * 6:1) jftlfftfiMfclfc. #J£4M1JL6 
&E|#.tf#«/ffc<^4& (90mg, 4fc+ 61.1%) o mp:193-195°C. 
FAB-MS,m/z(%):555(M + +22, 

78),528(M + ,100). 1 H-NMR(d < DMSO), 5 (ppm): 8.26(lH,s,C 2 -H), 
7.82(lH,d,J=9,C s -H), 7.50(2H,d,J=9, C 2%6 -H), 6.96 
(2H,d,J=9,C 3 ' ( 5'-H,),6.95(lH,d,J=9,C 6 -H).4.77(lH,dJ=10, 
Ci»-H),4.00(3H, m,C 3 »-H,-OCH 2 -),2.50(4H,m, 

PyrrolidineC 2 ,5-H),1.89(2H,m,-CH 2 )1.68(4H,m,PyrrolidiiieC3,4-H) 



6: 4' - (3-N-n&Jlfcrt4l&) V^UMLAJf 

& PC 3 150mg ( 0.27mmol ) j£-f 15ml it* ZJS| + , fit^f-T^* 
0.10ml (lmmol) ¥i~ Zj&. fiJ&&^ 90°C, jm$kJ&LM 9h„ A 

200:1) , (— JLf *fc:f * 6:1 ) JfclFftRMfclK.. JU& 

#2] & E) 50mg, J&if 33.8%. mp:200-203°C. 

FAB-MS,m/z(%):552(M + +22, 
100), 530(M + ,44). 
1 H-NMR(d 6 DMSO), 5 (ppm): 8.24(lH,s,C 2 -H),7;79(lH,d, 

J=8.7,C 5 -H),7.50(2H,d,J=8.7,C 2%6 .-H),6.96(2H,d,J=8.7,C 3%5 '-H),6.7 
6(lH,d,J=8.7,C6-H),4.74(lH,d,J=10C r .-H),4.04(3H,m,C 3 »-H,-OC 
H2-),2.50(10H,m,-(CH 2 ) 3 N) ,1.83(2H,m,-CH 2 -),0.96(7H,q,-CH 3 ). 
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7: 4 - (3-N~iE.^J&^|L^) -7-^^-8-0-0 f 

^ PC 3 150mg ( 0.27mmol ) 15ml , 3ft4f 

7v 0.14ml ( lmmol ) ^-TLiE^Jfe. iSf 3ft» 9h. <&>&^- 

200:1) , #J32U&>& B| 6:1 ) JMHlflMUfc. *J£ 

#S>)J.6 &®>fr##^/ffc^4& 40mg, Ht+ 25.7%. mp:202-205°C. 
FAB-MS,m/z(%):580(M + +22 

1 00),558(M + ,84). 1 H-NMR(d 6 DMSO), b (ppm) : 

7.90(lH 5 s,C 2 -H),7.51(lH,d,J=9,Cs-H),7.47(2H,d,J=8C2 % 6'-H),6.91( 

2H,d,J=8,C3.,5-H,C 6 -H),6.25(lH,d,J=9,C 6 -H),4.57(lH,d,J=10,Ci».- 

H),4.03(3H,m,C3»-H,-OCH2-),2.50(4H,m,-N(CH2)2),1.83(2H,m,-C 

H 2 -),0.85(6H,t,-CH 3 ). 

8: 4' - (3-N~iET$r^^SO -7-^^-8-(3-D ii44MUK. 

^ PC 3 150mg ( 0.27mmol ) 15ml itzK&SIt , ^,#T^ 
7^ 0.14ml ( lmmol ) ^^JETJ^o 9h. 

200:1) , 4M ttrTW 6:1) JMt&lfrgJ&. 

#5»JJ.& &®>fr##«/fb^4& 90mg, ilM*- 55.1%. mp:198-199°C. 
FAB-MS,m/z(%):586(M + ,12). 1 HNMR(d 6 DMSO),5(ppm): 
8.04(1H, 

s,C2-H),7.59(lH,d,J=9,C5-H),7.48(2H,d,J=8.7,C 2% 6-H),6.92(2H,dJ 
=8.7,C 3 ,s-H),6.41(lH,d,J=9,C 6 -H),4.64(lH,d s J=9.8C 1 »-H),4.03(3 

H, m,C 3 »-H,-OCH2-),2.49(4H,m,-N(CH2)2-)4.82(2H,m 1 -CH 2 -) , 

I. 27(llH,m, 
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-N(CCH 2 CH 2 ) 2 -), 0.86(8H,t,-CH 3 ). 

9: 4' - (3-N-4-T -7-^^-8-/3-D V$4ML 

**** 

$C PC 3 150mg ( 0.27mmol ) 15ml ;fczl<^8| t » ^t¥tT^ 

^ 0.12ml (lmmol) ^ 1-¥J^>&#. ^^^l§7^9h. 

200:1) , (~$L¥ *fc:V#6:l) 2Mfjfclfr&|gL. 

&©#^#^>l^^l00mg, 64.4%.mp:217-219°C. 

F AB-MS,m/z(%) : 579 

(M + +22,100), 557.2(M%58). 1 H-NMR(d6DMSO),6(ppm):8.05(lH,s, 
C 2 -H),7.66(lH,d,J=9,C 5 -H),7.48(2H,d,J=8, C 2 > ( c-H) 
6.94(2H,d,J=8,C 3 >, 5 -H),6.50(lH,d,J=9,C 6 -H).4.69(lH,d,J=10 , 
C r »-H),4.03(3H,m,C 3 »-H,-OCH 2 -),2.49(7Hm,-CH 2 N(CH 2 ) 2 -),2.14( 
3H,s,-NCH 3 -),1.07(2H,p,-CH 2 -). 

10: 4' - (3-N-&j|J!lMM#Uk) -7-^:^-8 -/3-D 

3PL PC 3 150mg ( 0.27mmol) - 15ml ib?KZ^t » 4ft#T*» 
>^ 0.12ml (lmmol) #f 13 Sit. 9h. i£, J&iffi. 

200:1) , 4MlftJftft. (.=.JLT*fc:¥#6:l) a*a*«W*I*.. ^ 
#f>)J.& & (HOmg, 69.1%) . 

mp:225-226°C. 

FAB-MS,m/z(%):593(M + +22,80),571(M + ,22). 1 H-NMR(d 6 DMSO), 

S(ppm):7.97(lH,s,C 2 -H),7.58(lH,d,J=9,C 5 -H),7.48(2Hd,J=9,C 2 .,6'- 
H),6.92(2H,d J J=9,C 3S 5-H),6.36(lH,d,J=9,C 6 -H)4.64(lH,d,J=10,Ci 
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»-H),4.03(3H,m,C 3 -H,-OCH2-),1.88(2H,p,-CH2-),0.98(3H,t,-NCH 
3). 

11: 4 - (4-N-9^5tT#LSO -7-^J~-8-0-D <44MbM- 

Jpc PC 4 150mg ( 0.27mmol) *^-f 15ml j^^^SH* , 4ft4f T* 1 
A. 0.13ml ( lmmol ) &>£/fa&tSJv.& 9h. ^, 

#l^3±*^*. /$t#4fr»*MMMfr*f^* ( f#:J=-£.JISr 200:1) , 

(^a^^:^^ 6:1) S&#F^RMUfc. *U5*!|JL£ & 
£1 #^ # # $L 4b ^ ^ lOOmg , ^ 66.2% . mp -.204-205 °C. 
FAB-MS,m/z(%):556(M + ,54). 1 H-NMR(d6DMSO), 5 

(ppm):8.36(lH,s,C 2 -H),7.95(lH,d,J=8,C 5 -H),7.53 
(2H,d,J=8,C 2S6 .-H),7.03(3H,t,J=8,C 3 »,5'-H,C6-H). 
4.82(lH,d,J=10, Ci»-H),4.05(3H,m,C 3 »-H,-OCH 2 -), 
3 .42(2H,m,-CH 2 N),3 .00(4H,tt,HexahydropyrdineC 2>6 -H), 
1.78(13H,m, pyrideC 3 , 4 ,s-H, -CH 2 CH 2 -). 

♦ 

&*fc#J 12: 4' - (4-N-^#T#LSO -7-^t8-0-D V44MUMt- 

%L PC 4 150mg ( 0.27mmol ) Sfc-f 15ml *K £i Sf- 1 > ^i#T^ 
A 0.10ml ( lmmol ) ^^^^m^ 9h. ^, A&feffcfe 

I ^ ll 80mg , 52.8% . mp:195-197°C. 

FAB-MS,m/z(%):558(M + ,43). 1 H-NMR(d 6 DMS O) , 

S(ppm):8.35(lH,s,C 2 -H) 

7.96(lH,d,J=9,C 5 -H),7.52(2H,d,J=9, C 2S6 -H),6.98 
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(3H,t,J=9,C 3%5 »-H,C 6 -H).4.85(lH,d,J=10,C 1 »-H) 

4.00(4H,m,C3»-H,-OCH 2 -),3.69(3H,t,-O(CH 2 )2-),2.81(4H,m,-N(CH 

2)2-) 5 2.58(3H,m,-CH 2 N-),1.76(2H,m,-CH2-),1.68(2H,m,-CH2-). 

13: 4 - <4-N-*«MfcT*Uk) -7-&&-8-0-D 

PC 4 150mg ( 0.27mmol ) S^f" 15ml , ^#T^» 

A; 0.13ml ( lmmol ) &j*\k*&& 9 f^M^^^9h 0 i^S-j^ 
*#l^»Jt*W*. ###fe*UMMtff W^-:^ 200:1 ), 

(— JLT >&:¥ * 6:1) JMHftlfr&JR.. 

( HOmg , ijfc 74.7% ) . 

mp:198-199°C.FAB-MS,m/z(%):564(M + +22,42) 
542(M + ,100). 1 H-NMR 

(d 6 DMSO),6(ppm):8.16(lH,s,C 2 -H),7.77(lH,d,J=9, 
C 5 -H),7.50(2H,d,J=9, C 2 , 6 >-H),6.95(2H,d,J=9, 
C 3 »,5-H),6.70(lH,d,J=9,C 6 -H).4.75(lH,d,J=10, 
Cr.-H),4.02(3H,m,C 3 »-,-OCH 2 -),2.49(6H,m, 
-CH 2 N(CH 2 ) 2 -),168(9H,m,-CH 2 CH 2 -,PyrrolidineC 3 ,4-H). 

14: 4 - (4-N~Zj%£T^£-) -7-& J.-8-/3-D tfJMMbfc 

^ PC 4 150mg ( 0.27mmol ) ^-f 15ml it zjc & S| ^ , 4t#T^ 
A 0.10ml (lmmol) #~&J& 0 ^>&^t^$s> 90°CT>#J& 9h. 

^ 200:1 ) , SUPLA ( £t: f S| 6:1 ) feftfcnHfcjtt.. 

^>##f!j & g|#^#p!£>to^^ 60mg, 40.6%. 
mp:206-207°C .FAB-MS,m/z(%): 
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544(M + J 18). 1 H-NMR(d 6 DMSO),5(ppm):8.08(lH,s,C 2 -H),7.62(lH, 

d,J=9,C 5 -H),7.48(2H,d,J=9,C2',6'-H),6.91(2H,d,J=9,C3ss-H),6.47(l 

H,d,J=9,C 6 -H),4.68(lH,d,J=10,Cr-H),4.01(3H,m,C 3 '-H,-OCH 2 -), 

2.41(4H,m,-N(CH 2 )2-),1.75(2H,p,-CH2-),1.58(2H,p,-CH 2 -),0.92(6H 

,t,-CH3). 

15: 4 - (4-N-^jEi^#5rTWU -7-^^-8-jS-D fli44Mfc 

$L PC 4 150mg ( 0.27mmol ) '^-f 15ml itzK&Slt , M#T*» 
>^ 0.14ml (lmmol) ^-T-iLi^Jifc. 9h. ^, ^B.^- 

200:1) , 4f-^*ja«. (J=.H.T«i:T»6:l) JUt 
#$>J.E6 & E#^*Mkffc^# 40mg, 25.7%o mp:199-203°C. . 
FAB-MS,m/z(%):572(M + ,100). 1 H-NMR(d 6 DMSO), 

5(ppm):8.39(lH,s,C2-H),7.95(lH,d,J=9,C 5 -H),7.51(2Hd,J=8.7,C2',6 
-H),6.99(2H,d,J=8.7,C3S5'-H),6.88(lHd,J=9,C 6 -H).4.82(lH,d,J=10 

,Cr»-H),4.02(3H,m,C3»-H,-OCH 2 -),1.41-1.73(llH,-CH2CH2-,-N(C 

CH 2 )2-),0.86(8H,t-CH 3 ). 

16: 4 - (4-N— jETJ^T^S) -7-1^-8-0-D 

Jfc PC 4 150mg ( 0.27mmol ) 15ml ILfc Zj fl| t » ^#-T^ 
^ 0.14ml (lmmol) #f—j£TJlfc. ^^^^^>^9h» ^, 

200:1) , #^*|I6* ( JiiLf *fc:f«|6:l) *<fj*«eAJHL. *J5 
4f £ll J. & & U #• ^ # & ^ ^ lOOmg , 61.3% o 

mp:198-200°C.FAB-MS,m/z(%):622(M + +22,100) 
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600(M + ,100). ^-NMRC^DMSO), 6(ppm):8.10(lH,s, 
C 2 -H),7.67(lH,d,J=9,C 5 -H),7.49(2H,d,J=9,C2»,6-H) 
6.94(2H,d,J=9,C 3 %5'-H),6.52(lH,d,J=9,C 6 -H) , 4.89 

(lH,d,J=10,Ci .-H),4.00(3H,m,C3»-H,-OCH 2 -),1.28 
(8H,m,N(CCH 2 CH 2 ) 2 -),0.88(6H,t,-CH 3 ). 

17: 4'- <4-N-V**#TlUfc.) «4#Mfc 

^ PC 4 150mg ( 0.27mmol ) J^-f 15ml , ^4fT^ 

^ 0.12ml ( lmmol) ^ l-¥^#.#. $s 1§7 '2ft, 9h . ^, 

fclfrJM* ******* *. ###feJ&J&;fcA4f^* ( ^Slr-H-Z^ 
200:1) , #^ifc#t>& (-n|L^^:^# 6:1) iMFtlRlb&Ifc. 
# 9) J. & & £1 # % -ft ^ %Q HOmg , ^ 70.9% o 

mp:225-228 °C .FAB-MS,m/z(%):593(M + +22,84),571(M + ,38). 1 H-N 
MR(d 6 DMSO), 5 

(ppm):7.99(lH,s,C 2 -H),7.60(lH,d,J=9,C 5 -H),7.48(2Hd,J=9,C 2% 6-H 
),6.93(2H,d,J=9,C 3%5 '-H),6.39(lH,d,J=9,C 6 -H),4.86(lH,d,J=10,C 1 » 

-H),4.10(3H,m,C 3 »-H,-OCH 2 -),2.49(8H,l-MethylpiperazineC2,3,5,6- 

H),2.13( 

3H,s,-NCH 3 ). 

18: 4 - (4-N-&&*#TfUk) -7-&JS--8-0-D 

JpL PC 4 150mg ( 0.27mmol ) ^-f 15ml it^K^Slt > ^#T^p 
^ 0.13ml (lmmol) #1 1- ^>#^^^v^, 9h» 

200:1) , (J^iLT*:V^6:l) **fj*I^*».. 
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# #JJ. 6 & B#.A$#*4b^4fr llOmg , 4*. 69.2% . 
mp:228-230°C.FAB-MS,m/z(%):607(M + +22,96),585(M + ,54). 1 H-N 
MR(d <J DMSO),6(ppm):8.02(lH,s,C 2 -H),7.64(lH,d,J=9,C 5 -H),7.48( 
2H 

d,J=9,C 2%6 -H),6.93(2H,d,J=9,C 3% 5'-H) ,6.45(lH,d, 
J=9,C 6 -H).4.68(lH,d,J=10,Ci»-H),4.06(3H,m,C 3 »-H, 
-OCH 2 -),2 .38(1 lH,t, 1-Ethylpiper azineC 2>3 ,5,6-H) , 
1.74(2H,t,-CH 2 -),1.58(2H,m,-CH 2 ),0.99(3H,t,-CH 3 ). 

19: &ttftti+J4M»&*f£iittfc' 

3Mt£.-f£.d£i*lfc': ^Ji^-b^^^^L^ife. lOOmg, da A. 2ml 
7jCt tiiMMt*/?- 5g/100ml, A 10 feU-t. 

* * It*. Jfl ^ ^.^L^ 1 A & tf> Sfcj&tfr „ 

w i S t a r *,&$T:&#l:#j£, ifi-il^f^l^., $L3L'#}Jfc}®J&. 
Ij ^ ^ ^-f^-ftlU*, i|.A 9 5 % O 2 5 % &fL&1t 
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0 . 1ml #&i(i4fr4Hfc*i>JO&# t » te3$#2ML&J!l 1 0 ' 5 



X, #^ 18-20g o I^^M-JKAUMfc-ftfe, 

16 *M>±3& 60mg/Kg 'ML. #-K*§&4& 0.2ml, 

JL-f 250ml *n/-n*L+ , * 
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SZTTUffiJ (min) 




P 2 (Mfa-$r) 




37.5 ± 4 






£.3£&7jC+CMC 


37.8 ± 5 






i s t i 


48.3 ± 5 






+CMC+^#.-i- 








4 


75.3 ± 7 


<0.05 


<0.05 




73.5 ± 9 


<0.05 


<0.05 


7 


69.8 ± 5 


<0.05 


<0.05 


•^afc-fcl 14 


79.1 ± 8 


<0.05 


<0.05 


17 


59.8 ± 7 


<0.05 


>0.05 


&*fc#<l 18 


75.9 ± 6 


<0.05 


<0.05 
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%j*tm$i'&yj bump- ftm *t*wfc*t/fM . 

wister & > 1:150 J- 180 Bl#l^£a. & 65mgKg" x 
#-^»JJ:J^J^>i#^.J^^i|-t (STZ, Sigma ^ , ^"f O.lmolL" 1 
tomMUWrtiL, pH = 4.5) , £l#j£:fcA#JMl3R£. #BJ0Ufci£ 

MP3%>> MScXj SOmgKg 1 , *$m.4&%^-iikm$Lfc, % 

16 $ . »j5tjMfc, :£jfr£vfc3r6 §1 3 ( MMP - 3 ) 

aNbK&ti*) 1 (TlMP-l) 4U&. **4Ulttj&#U&fr4fr1Mlr#t 

SD 180 J. 240 J»MM-+» fe£#^J.. ^40%#t 

A$B#, 4feJR S.SgKg 1 4N f » ^Ml^JBt*^^, afrjRfcL 
^JLJ^JkzK. ^jJH-fJffcf^ 15. 30, 45, 60, 90 ?M 120 

^^W*^*J*|L^# fc^A*««i*jfc^l54fr ****** 
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m m * 




(I) 

Ri ^ R 2 ll iL> (CI - C12 ) jL^i&iL4&3&$r.&, — 

( C 3 .8 ) 3%%L&J&& CLfiM,^ ( C5-C14 ) ( CI - C6 ) 

R 3 i& I) iU (CI - C12 ) jL^ii JL^Sfc^iS, C 6 . 14 

Ri^ Rz^l^Bt^^iu; D-^^^ l4&i?JHHM 8#. 
Ri'fa R 2 ^#J3&i!lL, slz^^^Zj^, J^jt 

SLSLT&^ftM-, ^-frT%£^ 
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4T^, — *.TJWS.T&. •M-it&TJfc.. **&T&. 

T*-, *MMkTJU N- VJ^Mk*LT*.» N - Z^fl^^T^, 

Js-T**.. 2, 2-— V Jfe-^Wt. Ait*- + 

3. 4MfrM<9£-& 1 *, 2 flf S£#4&Mfr , &ti43. (I) 4b^*r 
tl : 

4'- (3-N-*9t&rt4Ufc.) -7-*Jt*B-D-*|<i»4jl***»!, 
4'- O-N-^^it^*.*.) -7-Jfe£^-B-D-$ 

4'- ( 3-r-^^-L^^^) ^^g^B-D-fllVjR^UtJHtWIi 
4'- (3— jE^^^P^fL-&) -7-|feJ^8-B-D-*aji|t4jl***»| f 

4'- C3- U-f 

4'- C3- rtJUfcJ -7-££&-8-B-D-* 44M4UHt 

SB, 

4'- (4-N-«tTM) -74fe*^B4>-*a8#*#UMt*i, 
4'- (4-N-^#*.T#Ut) -7-^^-8-B-D-^^^-&##Sfl, 
4'- (4-N-^«fTM) -7-^^-8-B-D-«^^^^,^^^, 
4'- -7*JM-B4>-* 



20 



WO 2005/003146 PCT/CN2004/000728 

4'- -7-^-8-fi-D-«3§#>&&#:§^, 
4'- (4— itTJft*.T*.*) ^I-S-fi-D-S^MA^f^, 
4'- C4- (4- TWfcJ -74fe.3^B-D-* 

m, 

4'- U- (4- T#*3 -7-&&-8-B-D- V 3}ilMUW?-* 

4. % m&&*h* 1-3 #J&fb^4fe*»*# 

5. --#**4hMfl*#. 1-3 tte— ftJ&f&Mbtt^rJfr, 

6. *»*M»J*#. 1-3 J^i&ti4b4^M > J4HfcKsttioLf- j& 

8. *MM«J*#. 1-3 t^-^^^W*J^ft#p°pt-4- 
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